Differential expression of Toll-like receptors 7 & 8 mRNA in monocytes of patients with chronic hepatitis C infection: correlation with interferon and ribavirin treatment.
Toll-like receptors (TLRs) have been identified as key regulators of innate and adaptive immune responses in viral infection. The contribution of the host immune response to sustained virologic response is not clear in patients with chronic hepatitis C virus (HCV) infection. This study aimed to investigate the expression of TLRs 7 & 8 mRNA in monocytes of patients with chronic (HCV) infection showing different responses to interferon and ribavirin treatment. The study group was comprised of 21 chronic HCV infected patients. mRNA levels of TLRs 7 & 8 in monocytes were evaluated using real-time PCR before a 48-week treatment with pegylated interferon (PEG-IFN) alpha-2b and ribavirin. In addition, we studied TNF production in monocytes using three-color immunofluorescence and flow cytometry after TLRs 7 & 8 ligand (R848) stimulation. According to the virological outcome of the treatment, the infected patients were classified into nonresponders (NR) and sustained virological responders (SVR). The study determined that mRNA levels of TLRs 7 & 8 were significantly high in SVR compared to NR. Furthermore, after stimulation with R848 the median fluorescence intensity for TNF protein was significantly high in SVR compared to NR. Our data show that a differential mRNA expression of TLRs 7 & 8 is associated with different responses to IFN-based antiviral therapy in patients with chronic HCV. These findings suggest that the TLRs-expression profiles of monocytes from patients with chronic HCV may be useful biomarkers for IFN therapy.